SPONSORING MONITORING AGENCY NAME(S) AND ADDRESS(ES)
10 Allison M. Hays is the graduate student supported by the AASERT grant and Jason T. Figueroa was the high school student supported by the same grant. Jason was supported by the AASERT grant during the Summer of 1992.
Ile worked on two research projects during this time period. The first project concerned the effects of JP-8 jet fuel exposure on substance P receptors, specifically the NK1 receptor, in rats' lungs. This project encountered technical difficulties in determining the sensitivity of the assay used in quantifying the amount of NKI receptors, Consequently, we did not attempt ot publish this data. Jason also worked on our acute smoke exposure project which is an established model of Acute Respiratory Distress Syndrome.
His work with this project resulted in an abstract which he presented at the Experimental Biology '93 meeting in New Orleans.
Jason was awarded a Flinn Foundation scholarship for this Fall to attend the Univ of Arizona and decided to terminate his association with the AASERT training grant.
I have replace Jason withl Brian Tollinger, a student who has just been accepted into the doctoral program in the College of Pharmacy.
Brian is investigating the possibility of entering a combined Ph.D. in Toxicology-Pharm. D. program. Brian has worked in my laboratory for
Over-all Progress of Grant
Allison NI. Hays is the graduate student supported by the AASERT grant and Jason T. Figueroa was the high school student supported by the same grant. Jason was supported by the AASERT grant during the Summer of 1992.
He worked on two research projects during this time period.
The first project concerned the effects of JP-8 jet fuel exposure on substance P receptors, specifically the NKI receptor, in rats' lungs. This project encountered technical difficulties in determining the sensitivity of the assay used in quantifying the amount of NKI receptors. Consequently, we did not attempt to publish this data. Jason also worked on our acute smoke exposure project which is an established model of Acute Respiratory Distress Syndrome. His work with this project resulted in an abstract which he presented at the Experimental Biology '93 meeting in New Orleans.
Jason was awarded a Flinn Foundation scholarship for this Fall to attend the University of Arizona and decided to terminate his association with the AASERT training grant. I have replaced Jason with Brian Tollinger, a student who has just been accepted into the doctoral program in the College of Pharmacy.
Brian is investigating the possibility of entering a combined Ph.D. in Toxicology-Pharm. D. program. Brian has worked in my laboratory for the past year. His research project is to develop an assay for determining neutral endopeptidase concentrations in rat lung lavage and tissue samples after chronic exposure to JP-8 jet fuel using high pressure liquid chromatography.
Allison has worked on the JP-8 jet fuel inhalation toxicology project for the past two years under my direction and that of Dr. John K. Pfaff. a Navy physician who has conducted a post-doctoral Fellowship in my laboratory. Dr. Pfaff has been assigned duty at the Portsmouth Naval Hospital starting in July of 1993.
Allison will assume Dr. Pfaff's duties on the JP-8 jet fuel inhalation toxicology project.
Allison has also been heavily involved in our acute smoke exposure model of Acute Respiratory Distress Syndrome.
This work resulted in an abstract that she presented at the Experimental Biology '93 meeting in Ncw Orleans.
Allison is doing well in her course work in preparation for entering the Doctoral program in the Department of Anatomy.
However, she may transfer to the Department of Pharmacology/Toxicology doctoral program because she is concerned about futurc employment pozqihilitie; with a degree in Anatomy -vs-a degree in Toxicology. There is no doubt that a Toxicology degree has many more employment possibilities than a degree in Anatomy at this point in time.
Plans for Year 2 of the Grant Allison will take over the daily management of the Air Force JP-8 jet fuel project with Brian's assistance. Both Allison and Brian are intelligent students and I expect them to maintain their high level of performance in their coursework.
Both will continue their individual research projects on the jet fuel project and I expect both of them to present their research at the Experimental Biology '94 meeting in Anaheim, California. Nod).l Short (3-4 min) smoke-exposed rabbits (SSE. Nie5). and day exposure groups we sa.. no pefiologic Mlelon oan %M1 U75412E prevenated smoke-exposed (USE. N-7). The lnags were micoscopy at the lower onno.We Waestrsd pulmonary removed uimmediately after die expentmern and broachocalveola, lavage turicticn chtangea s inthean groups for both coueIntpocisan for vitamin E level&. The vitamin E concinriraumons (mnotiJ mog protein in unreallsc oan " flighilt-Iline. we claiofiabu both" ing aulln mid We have shown !hat. unlike blood ,,onoivins. alveolar New Zealand white ratbbits were exposed to CA) liiai oiumit., totrf~ mariotthAts 10 not express the 31 rtegrin avLA 4 We smoke generated bys the combustion of diesel -uclinod hyicabstebpothesized this uosa of \hLA-4 expression xccUrrtd as a re$u3l Of Fol low ing exposure. animals% aere either scri Fceditmmedlczitv f short terrm s nci differentiaiaon int macrophages The promyelocytic leukemia cell senes THP Iand HL 60 wcere stimuilated for 24 ,, %ere maintained on3 asenlilalor untiml they~ expired. .245 0 0.0 bhry fro'm the hours withi Plhorbol I 2-Myrisisle ?3-Acelia SPMlA.50ng~mI). smoke exposure long term. N = 81 A third group wias given a sham rnmoxe then culiured in RPMI -1`116 PBIS for up to I days. Cells were exposure arid sacrificed after I hrs control. N =ii Pulmnoiar alseolar assayed dailv for surface expression of VLA-4. VLA-5 and 01 mucrophages cPAM) were la~aged and sniltured Tor up to '_4 hirs PAM aivre usving flow cylometry and mRNA levels of VLA-4 via Northeria assessed for their ability to produce superoxide azition ý0. and tumor necrosis aalysi~s. Unssimulated cells were nonadherent and expressed factor -alpha lTN.F-s, Lavagetfluid was also analyzred tor thtepresence fTNF-n VLA-4. VLA-5 and 01-Within 24 hr the cells became adherent. PAM from long term animals had bo0th increased basal and zvtnosain stimulated 0, Flo. cytomeiry, showed decreased VLA-4 expression by 49 hr and production immediately after lasuge This elevatedi production persisted for ai its absence ai 96 hr. VLA-4 mRNA decreased widthin 24 hr and least 24 h-n sin culture 0. productioni z PAM from short term animals was n01
was nearly undeteciable by 72 hr. Surface expression of VLA-5 different than controls Conversely. TNF -a production in PAM from long term and 01 were unchunged thtroughsout all 5 days. Loua of VLA-4 may animals wias suppressed immediately following lavuge and only returned to control be important wiih regard io 1) marking mostocyte differentiation levels after 24 bins in culture in contrast. TNF-m production from short term int ma-tsopfiagen. 2) as a model for studying control of A antmals was significantly elevated over control voiues 'b rs oiler luvage. 
